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Commissioner for Patents 
PC Box 1450 

Alexandria, Virginia 22313-1450 
Sir: 

This Petition is in reply to the Notice of Abandonment mailed September 9, 2003. 
Applicants hereby petition for withdrawal of the holding of abandonment. Applicants also 
include herewith a copy of the executed Associate Power of Attorney that is being filed with 
the USPTO concurrently with this Petition (APPENDIX A). 

In response to the final Office Action dated August 13, 2002, attached hereto as 
APPENDIX B, Applicants filed a Notice of Appeal on January 13, 2003, with a two-month 
extension of time. The Notice of Appeal with two-month extension of time is attached as 
APPENDIX C. On July 8, 2003, Applicants then hand-deposited a Request for Continued 
Examination, a bona fide reply to the final Office Action, and an Information Disclosure 
Statement, along with the appropriate petition for extension of time and fees to make the July 
8**^ submission timely. Copies of these documents are attached as APPENDIX D. 

Applicants received in return a date-stamped notification from the Patent Office 
evidencing that these papers had in fact been received by "TECH CENTER 1600/2900" on 
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July 8, 2003, at 8 pm. The notification also was marked with an "ENTERED" stamp and 
attached as APPENDIX E. 
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However, Applicants next received from the Office a Notice of Abandonment on 
September 9, 2003, indicating that "no reply [to the August 13, 2002 Action] has been 
received" (APPENDIX F). 

Of course, this is incorrect, and in view of the foregoing, Applicants request that the 
PTO withdraw the holding of abandonment of this application and return the application to 
pending status. 

Since this Petition is being filed within two months of the mailing date of the Notice 
of Abandonment, Applicants submit that the Petition is timely under 37 C.F.R. § 1.181(a). 
No fee is believed to be due, but the Commissioner is authorized to charge any deficient fees, 
or credit any overpayment, to Deposit Account No. 1 9-0741 . See MPEP 71 1 .03(c) sec. I. 

Applicants also would like to point out that the Attorney Docket Number reference for 
this application has changed, from "APF-18.20" to "036481/0135." The Examiner is invited 
to contact the undersigned by phone to expedite this process. 



Date 



FOLEY & LARDNER 

Customer Number: 27476 

Telephone: (202) 672-5483 
Facsimile: (202) 672-5399 



Respectfully submitted. 




Richard C. Peet 
Attorney for Applicant 
Registration No. 35,792 
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Commissioner for Patents 
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Sir: 



I, the undersigned attorney of record in the above-referenced patent application, 
do hereby grant associate power of attorney to prosecute this application and any 
continuations, divisions, reissues and reexaminations thereof, and transact all business in 
the United States Patent and Trademark Office connected therewith, to the following 
registered attorneys and agents: 

Alisa A. Harbin, Reg. No. 33,895; 
O'^'^OA. ^^^^^^^^ attorneys and agents of Foley & Lardner at Customer Number 

Richard C. Peet, Reg. No. 35,792; 
Jayme Huleatt, Reg. No. 34,485; 
Frederic Tenney, Reg. No. 47,131; 
Amy Rocklin, Reg. No. 47,033; 
Alison Scheidler, Reg. No. 54,425; 
Eve Frank, Reg. No. 46,785; 
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Robert P. Blackburn, Reg. No. 30,447; 
Joseph H. Guth, Reg. No. 31,261; 
Charlene A. Launer, Reg. No. 33,035; 
Rebecca M. Hale, Reg. No. 45,680; 
Steven W. Collier, Reg. No. 42,429; 
Marcella Lillis, Reg. No. 36,583; and 
Gerald Suh, Reg. No. 41,337. 



Please address all future correspondence relating to this application to: 

Alisa A. Harbin 

Chiron Corporation 

4560 Horton Street, M/S R-338 

Emeryville, California 94608-2916 

United States of America 

Tel: (510) 923-2708 

Fax: (510) 655-3542 



POWDERJECT PHARMACEUTICALS PLC. 

Florey House 

The Oxford Science Park 

Oxford OX4 4GA 

United Kingdom 

Telephone: +44 1865 332 600 

Fax: 444 1865 332 601 
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- The MAILING DATE f this communication appears on the cover sheet with th c rrespondence address— 

This application is abandoned in view of: 

1. S Applicants failure to timely file a proper reply to the Office letter mailed on 13 August 2002 . 

(a) □ A reply was received on (with a Certificate of Mailing or Transmission dated ). which is after the expiration of the 

period for reply (Including a total extension of time of month(s)) which expired on . 

(b) □ A proposed reply was received on , but It does not constitute a proper reply under 37 CFR 1.113 (a) to the final rejection. 

(A proper reply under 37 CFR 1 .113 to a final rejection consists only of: (1) a timely filed amendment which places the 
application in condition for allowance; (2) a timely filed Notice of Appeal (with appeal fee); or (3) a timely filed Request for 
Continued Examination (RCE) in compliance with 37 CFR 1.114), 

(c) □ A reply was received on but it does not constitute a proper reply, or a bona fide attempt at a proper reply, to the non- 

final rejection. See 37 CFR 1 .85(a) and 1.111. (See explanation in box 7 below). 

(d) S No reply has been received. 



.ftp 



applicant's failure to timely pay the required issue fee and publication fee. If applicable, within the statutory period of three months 
from the mailing date of the Notice of Allowance (PTOL-85). 

(a) □ The issue fee and publication fee, if applicable, was received on (with a Certificate of Mailing or Transmission dated 

), which is after the expiration of the statutory period for payment of the issue fee (and publication fee) set in the Notice of 

Allowance (PTOL-85). 

(b) □ The submitted fee of $ is insufficient. A balance of $ is due. 



The issue fee required by 37 CFR 1 .18 is $_ 



The publication fee, if required by 37 CFR 1 .18(d), is $_ 



(c) n The issue fee and publication fee, if applicable, has not been received. 

3. n Applicant's failure to timely file corrected drawings as required by, and within the three-month period set in, the Notice of 

- Allowability (PTO-37). 

(a) □ Proposed corrected drawings were received on (with a Certificate of Mailing or Transmission dated ), which is 

after the expiration of the period for reply. 

(b) □ No corrected drawings have been received. 

4. □ The letter of express abandonment which is signed by the attorney or agent of record, the assignee of the entire interest, or ail of 
the applicants. 



5. LTih letter of express abandonment which is signed by an attomey or ageV*^^ (acting in a representative capacity under 37 CFR 
1 .34(a)) upon the filing of a continuing application. r-* - x 



6. □ The decision by the Board of Patent Appeals and Interference rendered on . 
of the decision has expired and there are no allowed claims. 



. and because the period for seeking court review 



7. □ The reason(s) below: 



ANNEM.WEHP;- 

PRIMAPV e •■•'■'^ 



Petitions to revive under 37 CFR 1 . 1 37(a) or (b), or requests to withdraw the holding of abandonment under 37 CFR 1 .1 81 , should be promptly filed to 
minimize any negative effects on patent term. 

J.S. Patent and Trademark Office 

=»TOL-1432 (Rev. 04-01) Notice f Aband nment Part of Paper No. 13 



RECEIVED BY THE UNITED STATES PATENT AND 
TRADEMARK OFFICE 




ATTORNEY DOCKET: APF 18.20 ;| 

PAPERS: Request for Continued Examination (RCE) Transimti:al ^ 
sheets); Petition for Extension of Time (1 sheet); Communication ~* ^ 
(12 sheets); hiformation Disclosure Statement (4 sheets); Form PTO- 
1449 (3 sheets); and copies of 30 cited references. 

APPLICANT: HAYNES et al. 
SERIAL NUMBER: 09/433.777 
FILING DATE: 3 November 1999 



DATE RECEIVED BY USPTO: 
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Office Action Summary 
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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 

after SIX (6) MONTHS from the mailing date of this communication. . . j , 

- If the oeriod for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely . 

. If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

I) 13 Responsive to connmunication(s) filed on 06 June 2002 . 

2a)|EI This action is FINAL. 2b)n This action is non-final. 

3) n Since this application is in condition for allowance except for fomnal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex pa/te Quayle, 1935 CD. 11, 453 O.G. 213. 
Disposition of Claims 

4) 13 Claim(s) 1-47 is/are pending in the application. 

4a) Of the above claim(s) 6.8-11.13,14 and 26 is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) ia Claim(s) 1-5.7.12.15-25 and 29-47 is/are rejected. 
?)□ Ciaim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

1 0)0 The drawing(s) filed on is/are: a)n accepted or bjD objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

I I) 0 The proposed drawing correction filed on is: a)^ approved b)^ disapproved by the Examiner, 

If approved, corrected drawings are required in reply to this Office action. 
12)0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

,3)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 1 9{a)-(d) or {0- 
a)nAll b)n Some*c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2.n Certified copies of the priority documents have been received in Application No. . 

3 □ Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) S Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 

Attachment(s) 

1 ) □ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) P^P^^ No(s) 



1) LJ Notice Of References Uiteaih- 1 u-oyz; l_j v- . ■ — 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-152) 

3) □ information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) □ Other: 



U.S. Patent and Trademark Office ~ Arlir^n ^nmmarv Part of Paper No. 1 1 

PTO-326 (Rev. 04-01) Office AcLion nummary 



Application/Control Number: 09/433,777 Page 2 

Art Unit: 1632 

DETAILED ACTION 

Applicant's response received on 6/7/02 has been entered. Claims 27-28 have been 
canceled. Claims 1-26 and 28-47 are pending in the instant application. Of these, claims 6, 8-11, 
13-14, and 26 have been w^ithdrawn from consideration as being drawn to subject matter 
non-elected without traverse in paper no. 7. Please note that a complete reply to the final rejection 
must include cancellation of nonelected claims or other appropriate action (37 CFR 1 .144) See 
MPEP § 821.01. Claims 1-5, 7, 12, 15-25, and 29-47 are therefore under examination in the 
instant application. An action on the merits follows. 

Those sections of Title 35, US code, not included in the instant action can be found in 
previous office actions. 

Claim Rejections - 35 USC § 112 

The rejections of claims 27 and 28 under 35 U.S.C. 1 12, second paragraph, and 35 U.S.C. 
101 are withdrawn in view of applicant's cancellation of the claims 

The rejection of pending claims 1,16, and 29-47 under 35 U.S.C. 112, first paragraph, 
for lack of enablement is maintained over claims 1,16, and 33-47. Applicant's arguments have 
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been fully considered but have not been found sufficient in overcoming the instant grounds of 
rejection for reasons of record as discussed in detail below. 

The applicant argues that the rejection of record focuses on one embodiment of the 
claimed invention, wherein the claimed compositions include an "immune shift lipid adjuvant", and 
that the office has not given sufficient weight to applicant's working examples which utilize non- 
lipid adjuvants. In response, please note that the applicant has previously elected the species of 
"lipid adjuvants" for prosecution in the instant application. Further, the rejection of record is 
concerned with the lack of enablement provided by the specification for shifting the immune 
response from Thl to Th2 or vice versa using any lipid adjuvant. This rejection does not state that 
the specification is not enabling for method of generating immune responses to antigen using the 
disclosed compositions of DNA and non-DNA lipid adjuvants. The rejection of record is 
specifically concerned with the lack of enablement for using Upid adjuvants with are capable of 
"shifting" the immune response. The applicant has defined the term "immune shift" as meaning a 
shift in the immune response from a Thl response to a Th2 response or vice versa, see 
specification page 14, lines 19-27. Therefore, by the applicant's own definition of the term, claims 
reciting an "immune shift" require more than simply generating or enhancing an immune response 
to an antigen. The term "immune shift" has patentable weight in the claims in terms of 
enablement, and is particularly claimed in claims 16, and 33-47. Claim 1 has been included in this 
rejection as claim 16 depends on claim 1. As such, it is proper to consider whether the 



Application/Control Number: 09/433,777 
Art Unit: 1632 



Page 4 



specification provides an enabling disclosure for this particularly claimed limitation of the instant 
invention. 

The applicant further argues that the previous office action focused on the results obtained 
in the specification working example which uses MPL adjuvant combined with DNA encoding a 
CEA antigen, and does not take into account applicant's working examples which utilize antigens 
from HIV or hepatitis B in combination with Quil A. Please note that the applicant has elected the 
species of "lipid" adjuvants for prosecution in the instant application. Quil A is a saponin adjuvant, 
not a lipid adjuvant. Therefore, data regarding the use of Quil A as the non-DNA adjuvant 
concerns subject matter non-elected in the instant application. The issue at hand is whether the 
specification provides an enabling disclosure for lipid based adjuvants. Thus, the relevant working 
example in the specification is the working example where the applicants tested compositions 
comprising monophosphoryl lipid A and DNA encoding CEA. The previous office action 
analyzed the working example which uses a lipid adjuvant as follows. The specification provides a 
working example of the instant invention which demonstrates that co-administration of gold beads 
coated with monophosphoryl lipid A (MPL) and gold beads coated with a DNA plasmid vector 
encoding the carcinoembryonic antigen (CEA) under transcriptional control of the CMV 
promoter to the epidermis of Balb/C mice by particle-mediated bombardment results in a decrease 
in the ratio of CEA specific IgGl to IgG2a in mouse serum compared to the administration of 
CEA-plasmid alone. The specification provides no data concerning the T helper cytokine patterns 
or level of anti-CEA cytotoxicity in the vaccinated mice. The specification suggests that this 
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decrease in the IgGl/IgG2a ratio correlates to a shift in the T helper phenotype of the mouse's 
immune response to CEA from a Th2 to a Thl type response. However, it is clear that the 
applicant's data does not demonstrate a "shift" from Th2 to Thl since the overall ratio of IgGl to 
IgG2a shows that the predominant isotype is IgGl rather than IgG2a which indicates a Th2 type 
response. The applicant's data therefore only demonstrates a decrease in the magnitude of the T 
helper response rather than an actual shift. Thus, the skilled artisan would not find the 
specification's working example evidence that the co-administration of MPL shifts the immune 
response generated against CEA from a Th2 type response to a Thl type response as the mice 
continue to exhibit primarily IgGl anti-CEA antibodies. The applicant has not refiited these 
findings. 

In regards to applicant's argument that the working examples utilize an art-recognized 
mouse model and that human clinical data is not required, please note that the previous office 
action did not require human clinical data and did not state that the mouse model was not suitable 
for exemplifying immunological compositions. The applicant has misunderstood the grounds of 
rejection. The previous office action explained in some detail that T helper subsets have not been 
fiilly characterized for any species other than mouse, and that it was clearly known in the prior art 
at the time of filing that different strains of inbred mice appeared to respond differently to antigens 
in terms of the generation of Thl versus Th2 responses (Gelding et al., Abbas et al.). In analyzing 
the applicant's working example, the office simply pointed out that the applicant's working 
example where Balb/C mice were injected with gold beads coated with monophosphoryl lipid A 
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and a plasmid encoding CEA did not in fact demonstrate any actual "immune shift" from Thl to 
Th2, and that based on the known differences in T helper responses to antigen observed in 
different strains of mice, the skilled artisan would not have been able to predict whether 
monophosphoryl lipid A would be capable of causing an "immune shift" to an antigen in any 
species of mouse or other mammals. 

In regards to the applicant's argument that the office has not met its burden to provide a 
reasonable basis to question the enablement of the instant specification for the elected subject 
matter, citing In re Wright and In re Marzocchi, it is noted that the previous office action 
analyzed the specification in direct accordance to the factors outlined min re Wands, namely 1) 
the nature of the invention, 2) the state of the prior art, 3) the predictability of the art, 4) the 
amount of direction or guidance present, and 5) the presence or absence of working examples, 
and presented detailed scientific reasons supported by publications from the prior art for the 
finding of a lack of enablement in the instant. Further, case law including the Marzocchi decision 
sanctions both the use of sound scientific reasoning and printed publications to support a holding 
of non-enablement (see In re Marzocchi 169 USPQ 367, and Ex parte Sudilovsky 21 USPQ2d 
1702). Finally, the unpredictability of a particular art area may alone provide reasonable doubt as 
to the accuracy of the broad statement made in support of enablement of claims. See Ex parte 
Singh, 17 USPQ2d 1714 (BP AT 1991). Therefore, due to the art recognized complexity and 
unpredictability of shifting the T helper immune response to a pathogenic antigen in mammals, the 
breadth of the claims, and the lack of sufficient guidance from the specification concerning vector 
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and promoter selection, level of antigen expression, genetic background of the mammal to be 
vaccinated, and routes of administration in regards to their affect on a) generating a particular T 
helper response in the absence of adjuvant and b) the ability of a particular lipid adjuvant to shift 
that T helper response to either Thl or Th2, it would have required undue experimentation to 
practice the invention as claimed. 

Claim Rejections - 35 USC §102 



The rejection of pending claims 1-2, 7, 12, 15, 27-29, 33, 35, 37, 39, 41, 43, and 46-47 
under 35 U.S.C. 102 (e) as being anticipated by U.S. Patent No. 5,925,362, hereafter referred to 
as Spitler et al, is maintained. Applicant's arguments have been fiiUy considered but have not 
been found sufficient in overcoming the instant grounds of rejection for reasons of record as 
discussed in detail below. 

The applicant argues that the office has misconstrued the teachings of Spitler et al. The 
applicant states that in columns 7-9 of the Spitler et al. patent, the disclosure refers to the 
combination of protein/peptide PSA antigens and liposomal adjuvants, and does not actually 
teach the combination of nucleic acid sequences encoding PSA in combination with non-DNA 
adjuvants. Based on applicant's analysis of the Spitler specification, the applicant concludes that 
Spitler never contemplated applicant's claimed combination of nucleic acid and non-DNA 
adjuvant. This interpretation of the teachings of Spitler et al is clearly incorrect. Claim 1 of the 
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Spitler patent recites a method of eliciting an antitumor immune response to prostate tumors in a 
subject comprising administering to said subject an active ingredient comprising either human 
PSA, or an expression system capable of generating in situ said human PSA. Claim 5, which 
depends on claim 1, clearly recites wherein the active ingredient is formulated to be encapsulated 
in a liposome or coupled to a liposome and wherein said liposomes optionally contain an adjuvant. 
Claim 6 also recites the method of claim 1 which further includes at least one adjuvant capable 
enhancing said antitumor immune response. Claim 7, which depends on claim 6, recites a list of 
adjuvants which include monophosphoryl lipid A. Since the claims clearly recite the combination 
of either a protein PSA antigen or an expression system capable of generating in situ said PSA 
and an adjuvant such as monophosphoryl lipid A, there can be no doubt that Spitler et al. 
contemplated applicant's claimed combination of nucleic acid encoding an antigen and non-DNA 
adjuvant. Furthermore, contrary to applicant's analysis of the teachings of columns 7-8, column 8, 
lines 9-12, clearly states that as an embodiment of the instant invention recombinant vectors 
included in a liposome injectable "as described above" can be administered to the subject. The 
description of liposome injectables referenced in column 8 can be found in column 7 which clearly 
teaches that liposomes may also include immune system adjuvants such as lipid A. Thus, it is clear 
from both the teachings of the specification and the claims of the 5,925,362 patent, that Spitler et 
al teaches all the elements of the applicant's invention. As such, Spitler et al. anticipates the 
invention as claimed. 
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Please note as well that the previous office action stated that while Spitler et al. does not 
specifically teach that monophosphoryl lipid A "shifts" the immune response to PSA, case law 
states that "When the structure recited in the reference is substantially identical to that of the 
claims, claimed properties or functions are presumed to be inherent." See MPEP 21 12.01 or In re 
Best, 195 USPQ 430, 433 (CCPA 1997). The applicant is reminded that the office does not have 
the facilities for examining and comparing applicant's product with the product of the prior art in 
order to establish that the product of the prior art does not possess the same material, structural 
and functional characteristics of the claimed product. In the absence of evidence to the contrary, 
the burden is upon the applicant to prove that the claimed products are functionally different than 
those taught by the prior art and to establish patentable differences. See Ex parte Phillips, 28 
USPQ 1302, 1303 (BPAI 1993), In re Best, 562 F.2d 1252, 195 USPQ 430 (CCPA 1977) and Ex 
parte Gray, 10USPQ2d 1922, 1923 (BPAI 1989). 

Claim Rejections - 35 USC §103 

The rejection of claims 1, 3-5, 17-25, 29-34, 36-38, 40, 42, 44-45 under 35 U.S.C. 103(a) 
as being unpatentable over U.S. Patent No. 5,925,362, hereafter referred to as Spitler et al., in 
view of Fynan et al., Golding et al., and Sedegah et al. is maintained. Applicant's arguments have 
been fully considered but have not been found sufficient in overcoming the instant grounds of 
rejection for reasons of record as discussed in detail below. 
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The applicant argues that the office has not met the requirements set forth in section 2143 
of the MPEP for establishing prima facie obviousness over the appUcant's claimed invention. The 
applicant's reason for this conclusion is based on applicant's contention that the primary reference 
Spitler et al. does not teach or suggest applicant's claimed combination of a DNA encoding an 
antigen and a non-DNA adjuvant. The applicant has not provided any actual arguments traversing 
the teachings of Fynan, Golding, or Sedegah as applied in the instant rejection. The applicant's 
arguments concerning the teachings of Spitler et al. are discussed in detail above in the response 
to applicant's arguments concerning the teachings of Spitler et al. under 35 U.S.C. 102(e). In 
brief, the office finds that in particular claims 1, and 5-7 of the Spitler et al. patent clearly recite 
the combination of an expression system encoding a PSA antigen and a non-DNA adjuvant such 
as monophosphoryl lipid A for use in generating anti-tumor immune responses in vivo in a 
subject. Therefore, the office submits that the previous office action did in fact follow the three 
basic requirements for prima facie obviousness as required by section 2143 of the MPEP. 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
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MONTHS of the mailing date of this fmal action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 CFR 
1. 136(a) will be calculated from the mailing date of the advisory action. In no event, however, 
will the statutory period for reply expire later than SIX MONTHS from the mailing date of this 
final action. 

Any inquiry concerning this communication from the examiner should be directed to Anne 
Marie S. Wehbe, Ph.D., whose telephone number is (703) 306-9156. The examiner can be 
reached Mon-Thurs and every other Friday from 9:30-7:00. If the examiner is not available, the 
examiner's supervisor, Deborah Reynolds, can be reached at (703) 305-4051. General inquiries 
should be directed to the group receptionist whose phone number is (703) 308-0196. The 



technology center fax number is (703) 308-4242, the examiner's direct fax number is (703) 746- 
7024. 



Dr. A.M.S. Wehbe 
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Patent Application Serial No. 09/433,777 



Pages: 



3 (including tiiis one) 



Please deliver the attached documents (Petition for Extension of Time 
and Notice of Appeal), totaling with this cover sheet 3 pages, to 
Examiner Anne Marie Sabrina Wehbe of Group Art Unit 1632. Please 
make these documents of official record in U.S. Serial No. 09/433,777. 
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Patent and Trademark Office, Box AF (Fax No. (703) 308-4242) on 13 January 2003 . 

Printed Name: Thomas P. McCracken . 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In Re Application of: 
HAYNES et al. 

Serial No.: 09/433,777 Art Unit: 1632 

Filing Date: 3 November 1999 Examiner: A.M.S. Wehbe 

Title: ADJUV ANTED GENETIC VACCINES 

NOTICE OF APPEAL 

Cormnissioner for Patents 
Box AF 

Washington, D.C. 20231 
Sir: 

All finally rejected claims (specifically, claims 1-5, 7, 12, 15-25 and 29-47) as 
stated in the decision of the Primary Examiner dated 13 August 2002 are hereby appealed 
to the Board of Appeals. 

_ Appeal Fee not required. 

_ Attached is a check to cover the Appeal Fee of $320. 
X Please charge the Appeal Fee of $320 to Deposit Account No. 50-0828. 
X Petition for Extension of Time enclosed. 

The Commissioner is hereby authorized to charge any fees under 37 CFR Sections 
1.16 and 1.17 which may be required by this paper, or to credit any overpayment, to 
Deposit Account No. 50-0828. 

Respectfully submitted, 

Date: 13 January 2003 By: Ii'Waa- j/l/^ U|._^, 

Thomas P. McCracken 
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I hereby certify that this correspondence is being facsimile transmitted to the Umted States 
and Trademark Office, Box AF (Fax No. (703) 308-4242) on 13 January 2003 . 
Printed Name: Thomas P. McCracken . 

Signature 

IN THE UNITED STATES PATENT AND TRADEMARK OFHCE 

In Re Application of: 

HAYNES et al. 
Serial No.: 09/433,777 
Filing Date: 3 November 1999 

Title: ADJUV ANTED GENETIC VACCINES 



Art Unit: 1632 
Examiner: A.M.S. Wehbe 



PETITION FOR EXTENSION OF TIME 



Commissioner for Patents 
Box AF 

Washington, D.C. 20231 
Sir: 

The following extension of time is requested in order to file a response to the final 

Office Action mailed 13 August 2002. 

Two months to J3_JanuaQL2QQ3_. The extension fee is $410.00. 

X_ Please charge the extension fee ($4 10.00) to Deposit Account 50-0828. 

The Commissioner is hereby authorized to charge any fees under 37 CFR 
Sections 1.16 and 1.17 which may be required by this paper, or to credit any overpayment, 
to Deposit Account No. 50-0828. 

Respectfully submitted. 
Date: 1 ^ T.n^arv 2003 By: JJ^ W Ul/l L^t .^- 



Thomas P. McCracken 
Registration No. 38,548 
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Florey House, The Oxford Science Park 

Oxford OX4 4GA 

United Kingdom 

Telephone: -1-44 1865 332 600 

Fax: +44 1865 332 601 
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Certificate of Deposit: _ 



it: Joi^ 



Date of Deposit 

I hereby certify that this paper and all noted attachments are being hand-deposited with the United States Patent 
and Trademark Office, Attn: Mail Stop RCE, on the date indicated above. 




IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In Re Application of: 

HAYNES et al. 
SerialNo.: 09/433,777 Art Unit: 1632 

Filing Date: 3 November 1999 Examinen A.M.S.Wehbe 

Title: ADJUVANTED GENETTC VACCINES 

REQUEST FOR CONTINUED EXAMINATION (RCE) TRANSMITTAL 
PURSUANT TO 35 U-S.C. §132(b) AND 37 CJFJL §1.114 

Sir: 

This is a Request for Continued Examination (RCE) under 37 CJFJL §1.114 of the 
above-identified sqpplication. A Notice of Appeal was filed on 13 January 2003 in the 
subject application, and this request is being submiQed within tlie extended statutory 
period for filing the Appeal Brief. 7-- 

1. Submission Required under 37 CF JL §1.114. 
a. Applicants have enclosed herewith: 

i- X Response to the Final Office Action dated 13 August 2002. 

ii- X Petition for Extension of Time and Fee Therefor. 

iii. X Information Disclosure Statement, Form 1449, and cited 

references. 



2. Miscellaneous. 

a. Applicant requests limited suspension of action on the above-identified 
application pursuant to 37 C.F.R, § 1 . 103 for a period of . 



3. Fees. 

a. The Director is hereby authorized to charge the following fees to Deposit 
Account No. 50-0828: 

i. .JL. The RCE fee required under 37 C.F.R. §1. 17(e). The 

RCE fee is $740.00 . 

ii. The fee for Limited Suspension of Action pursuant to 

37 C.RR. §§1. 103(c) and 1.17(i). The processing fee 
is . 

b. The Conunissioner is hereby authorized to charge any further fees which may 
be required by this paper, or to credit any overpayment, to Deposit Account No. 50-0828. 

Respectfully submitted. 



Date: 7 Julv 2003 By: 
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Registration No. 38,548 
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I hereby certify that this paper and all noted attachments are being hand-d^xisited widi the United 
: and Trademark Office. Attn: MAIL STOP RCE, on the date indicated above. 





FersQfa Depositing P^ier 





Depositii^ P^)er 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In Re Application of: 

HAYNESetal. 

Serial No.: ^mXlll Art Unit: 1632 

HlingDate: 3 November 1999 Exanuner: A.M. S.Wehbe 



Title: ADJUVANTED GENETIC VACCINES 



COMMUNICATION 



Commissioner for Patents 
Washington, D.C. 20231 

Sir 

This is in response to the final Office A&Son issued in the above-identified 
application, that Action having been mailed 13 August 2002. This Communication is 
submitted with a Request for Continued Examination (RCE) and the fee therefor. 
Reconsideration of the application is respectftally requested in view of the following 
remarks. 
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REMARKS 

Introductory Comments : 

Claims 1-26 and 29-47 were pending in the application. Claims 6, 8-11, 13-14 
and 26 have been withdrawn from further consideration pursuant to 37 C.F.R. § 
1.142(b) as drawn to a non-elected invention. Accordingly, claims 1-5, 7, 12, 15-25 
and 29-47 are currently under consideration and were examined in the Office Action 
dated 13 August 2002. Applicants note with appreciation that the Office has 
withdrawn the following rejections: (a) the rejection of claims 27 and 28 under 35 
U.S.C.§101; (b) the rejection of 

claims 27 and 28 under 35 U.S.C. § 112, second paragraph; and (c) the rejection of 
claims 29-32 under 35 U.S.C. §112, first paragraph. 

However, the following claim rejections have been maintained: (1) claims 1, 
16 and 33-47 remain rejected under 35 U.S.C. §112, first paragraph, as nonenabled; 
(2) claims 1, 2, 7, 12, 15, 29, 33, 35, 37, 39, 41, 43, 46 and 47 remain rejected under 
35 U.S.C. § 102(e) as unpatentable over US Patent No. 5,925,362 to Spitler et al. 
("Spitler"); and (3) claims 1, 3-5, 17-25, 29-34, 36-38, 40, 42, 44 and 45 stand 
rejected under 35 U.S.C. § 103(a) as unpatentable over Spitler in view of Fynan et al. 
(1993) Proc, Natl Acad. ScL USA 90:11478-11482 ("Fynan"), Golding et al. (1994) 
Am. y. Trop. Med, Hyg. 50(4):33-40 ("Golding"), and Sedegah et al. (1994) Proc, 
Natl, Acad, ScL USA 91:9866-9870 ("Sedegah")- Applicants respectfully traverse 
these rejections for the following reasons. 
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The Rejection under 35 U.S.C. §112, first paragraph : 

Claims 1, 16 and 33-47 remainjejected under 35 U.S.C. §112, first paragraph, 
as nonenabled. Initially, the Office correctly points out that applicants have elected a 
single species for the current examination, that is, DNA vaccine compositions 
containing a lipid adjuvant composition, and that the application contains a working 
example of this composition, wherein CEA-encoding DNA was administered with 
and without the monophosphoryl lipid A (MPL) adjuvant (Example 1).. The Office's 
position is that, although applicants' Example 1 shows a decrease in the ratio of CEA- 
specific IgGl to IgG2a in mouse sera when compared to administration of the CEA 
plasmid alone, this does not enable the invention as claimed since "it is clear that 
applicants' data does not demonstrate a 'shift' from Th2 to Thl since the overall ratio 
of IgGl to IgG2a shows that the predominant isotype is IgGl rather than IgG2a which 
indicates a Th2 type response" and "applicants' data therefore only demonstrates a 
decrease in the magnitude of the T helper response rather than an actual shift." Office 
Action at page 5. On this basis, the Office concludes "it would have required undue 
experimentation to practice the invention as claimed." Office Action at page 7. 
Applicants respectfully traverse. 

The single issue at hand regarding the instant enablement rejection can be 
summarized as being a difference between the Office's and applicants' interpretation 
of the data from Example 1. Applicants submit that the significant shift in the 
IgGl/IgG2 ratio seen with all compositions where the MPL adjuvant was co- 
administered with the CEA antigen-encoding DNA demonstrates a shift from a 
predominantly Th2 response to a Thl response. The Office submits that the data 
merely show a decrease in the magnitude of the T helper response. Applicants 
respectfully submit that the Office has come to the wrong conclusion for the following 
reasons. 
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It is well known in the art that antibody synthesis in almost all classes shows 
considerable dependence upon T-cooperation. In particular, synthesis of the entire 
IgG class is heavily influenced by the relevant T helper response. A reduction in the T 
helper response would therefore affect both IgGl and IgG2 production, presumably 
decreasing production of both IgG isotypes in roughly the same order of magnitude. 
Accordingly, if the Office's position were correct and the only result of administering 
the MPL adjuvant was to reduce the T helper response without bringing about a 
Th2/Thl shift, one would expect to see no change in the magnitude of the IgGl/IgG2 
ratio, but rather an overall change in the frequency of the humoral response. In other 
words, identical decreases to both the numerator and the denominator of the ratio 
would not reduce the ratio, for example the magnitude of the two ratios: 30,000/1000 
and 30/1 are identical, it is just that in the first ratio, the frequency of the observed 
event was greater. However, as demonstrated in Example 1, use of the MPL adjuvant 
shifted the ratio of IgGl to IgG2 in all of the experimental groups. In one case, the 
shift was evidenced by a decrease that was five-fold, from 27.5/1 to 4.5/1. Applicants 
submit that this sort of shift cannot be explained by the Office's theory of general T 
helper reduction, that is, it is not simply a matter of generally disabling the T helper 
response, it is demonstration of a significant shift in the immune response where the 
immune response has been shifted from one IgG isotype to another. 

With regard to the Office's argument that the overall ratio of IgGl to IgG2 
continues to show the predominant isotype as IgGl "which indicates a Th2 response'* 
(and therefore no shift), applicants note that the Office must be arguing that in order to 
have a Thl/Th2 shift, one must eliminate one of the two isotypes from participating in 
the immune response. Applicants submit that this is not the case. As disclosed and 
discussed numerous times throughout applicants' specification, an immune-shift 
adjuvant merely "shifts" the nature of the immune response from favoring one type of 
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response to another. It is not a matter of eliminating the entire IgGl response, it is a 
matter of significantly increasing the Igp2a component of the overall immune 
response. This demonstrated increase in the IgG2a component of the immune 
response, applicants submit, is the result of a shift from a Thl-type response to a Th2- 
type response, not some sort of general disabling of the T helper response. 

More particularly, it is well known in the art that the cytokine interferon- 
gamma (IFN-y) selectively induces switching to IgG2a in mice, and that the cytokine 
interleukin 4 (IL-4) reduces IgG2a production.. The two best defined subsets of 
helper T cells are Thl cells which secrete IL-2 and IFN-y, and Th2 cells which secrete 
IL-4. Thus, the skilled artisan understands that, when two compositions are compared 
head-to-head and the difference between the two test compositions is the addition of 
an adjuvant, and there is a marked increase in the IgG2a response as a result of the 
addition of the adjuvant, there has been a Thl/Th2 switch. 

For all of the foregoing reasons, then, the rejection of claims 1, 16 and 33-47 
under 35 U.S.C. §112, first paragraph, is improper. Reconsideration and withdrawal 
of the rejection is thus eamestly solicited. 

The Rejection under 35 U.S.C. §102(e^ : 

Claims 1-2, 7, 12, 15, 29, 33, 35, 37, 39, 41, 43, 46 and 47 stand rejected 
under 35 U.S.C. § 102(e) as anticipated by Spitler. In particular, the Office asserts that 
Spitler discloses the combination of a non-DNA adjuvant and an antigen-encoding 
nucleic acid sequence. Applicants strongly disagree. 

The Office asserts that when claims 1 and 5-7 of Spitler are read, "there can be 
no doubt that contemplated applicants' claimed combination of nucleic acid encoding 
an antigen and non-DNA adjuvant." Office Action at page 8. This is an incorrect 
conclusion. The subject claims of Spitler are drafted in such a way so as to cover the 
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various vaccine compositions that are disclosed in the Spitler specification (one 
cannot claim what one has not disclosed). The Office has interpreted the Spitler 
claims in such a way as to arrive at applicants' recited compositions, but the Office 
has not used the Spitler specification in order to make this interpretation, it has used 
applicants' specification instead. This is not permissible. One must consider the 
Spitler specification for what it actually disclosed to skilled artisan, where that 
disclosure is considered in light of the general understanding in the art at the time of 
applicants' filing date. 

As applicants have already demonstrated in their previous response, Spitler et 
al. contemplated certain pepti de-based vaccine compositions, and then contemplated 
certain DNA-based vaccine compositions. Reading the disclosure of Spitler's 
columns 7-8 in order (starting at the top of column 7 and ending at the bottom of 
column 8, one sees that Spitler et al. first considered the peptide vaccines. Next, 
Spitler states that liposomal compositions are preferred (generally). Spitler then 
switches to a specific discussion of just a certain embodiment of their invention, 
where liposomal formulations incorporating the prostate antigens (that is, protein 
antigens) may also include adjuvants. See column 7, line 47 through column 8, line 2 
of Spitler. Never once does Spitler mention, suggest, describe or even so much as 
hint that a DNA vaccine composition may contain an adjuvant. The reason for this 
was simple. This combination would not have made sense to Spitler et al., nor to any 
other ordinarily skilled artisan without access to applicants' disclosure. This is 
because the skilled artisan knew and understood that for a DNA vaccine to work, the 
subject nucleic acid had to both gain entry into a suitable host cell cytoplasm and gain 
entry into the host cell nucleus where DNA could then be transcribed. Failure to get 
the DNA all the way into the nucleus meant failure of the vaccine since no antigen 
would be expressed. However, at the same time, the skilled artisan knew and 
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understood that adjuvants exerted their effect in- the extracellular spaces of tissue. 
That is, lipids, proteins, saponins, alurrL.salts and the like would not be expected to 
have the desired adjuvant effect if they were delivered into the nucleus of a cell. What 
use would it be to deliver alum into a cell nucleus? The lipid compositions described 
by Spitler would not be expected, for example, to be smart enough to spit out the 
adjuvant component prior to entry into the cell and cell nucleus, after which it would 
then spit out the DNA component. Accordingly, without the benefit of applicants' 
teaching, the skilled artisan would not combine the DNA vaccine with a non-DNA 
form adjuvant in a liposome as suggested by the Office. This is why when Spitler et 
al. discuss incorporation of adjuvants in a liposome composition, they were very 
careful to limit their discussion to compositions containing the prostate antigen (in 
protein form). 

What the Office has done is to combine applicants' disclosure with the Spitler 
disclosure and then arrive at applicants' recited invention. When the Spitler claims 
are read in light of the Spider disclosure and in light of the knowledge and 
understanding of the skilled artisan—without benefit of applicants' disclosure— it is 
clear that Spitler never contemplated combining a DNA vaccine with a non-DNA 
adjuvant. Claim 1 of Spitler provides two choices, protein or DNA vaccine 
compositions. Claim 5 of Spitler picks up certain optional compositions that contain 
an adjuvant. The correct reading of the Spitler specification teaches that these certain 
optional, adjuvant-containing compositions are always protein antigen vaccines, not 
DNA vaccines. Claims 6 and 7 of Spitler merely recite particular adjuvants. The 
Office's attention is drawn to the fact that the list of adjuvants recited in claim 7 of 
Spitler are taken from the Spitler specification that specifically recites that when the 
vaccine contains a protein antigen, they can be combined with certain adjuvants 
(column 7, line 47 through column 8, line 2 of Spitler). 
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Anticipation of a clainri under §102 requires that each and every element of 
the claims be inherent in, or disclosed^xpressly by the anticipating reference. 
Constant V. Advanced Micro-Devices, Inc., 1 USPQ2d 1057, 1064 (Fed. Cir. 1988). 
Exclusion of a single claimed element from a prior art reference is enough to negate 
anticipation by that reference. Atlas Powder Co. v E,L du Pont De Nemours & Co, 
224 USPQ 409, 411 (Fed. Cir. 1984). Further, anticipation basically requires 
identity with the prior art document (Tyler Refrigeration v. Kysor Indus, Corp., 221 
USPQ 845 (Fed. Cir. 1985)), where the identical invention must be shown in as 
complete detail as is contained in the rejected claim {Richardson v. Suzuki Motor 
Co,, 9 USPQ2d 1913 (Fed. Cir. 1989)). Finally, in order to anticipate, a prior art 
reference must be enabling, thus placing the allegedly disclosed matter in the 
possession of the public. Akzo N,V, v. United States ITC, 1 USPQ2d 1241 (Fed. Cir. 
1986). 

Spitler clearly fails to anticipate applicants' recited invention since it does 
not provide any disclosure whatsoever regarding applicants' recited combination of 
nucleic acid and non-DNA components. Since Spitler never even contemplated such 
a combination, the reference cannot be considered to be enabling, thus placing the 
allegedly disclosed matter in the possession of the public. Applicants submit that 
the Office's rejection is based upon an incorrect reading of Spitler, where portions 
of the specification dealing with peptide/protein antigen compositions has been 
incorrectly combined with other sections of the specification that deal with DNA 
compositions that encode an antigen. The only way to arrive at the Office's 
proposed interpretation of Spitier is to use applicants' disclosure as prior art. This is 
clearly not permissible. 
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For all of the foregoing reasons, then, the rejection of claimsl-2, 7, 12, 15, 29, 
33, 35, 37, 39, 41, 43, 46 and 47 under„35 U.S.C. §102(e) is improper. 
Reconsideration and withdrawal of the rejection is thus earnestly solicited. 

The Rejection under 35 U.S.C. $103(aV 

Claims 1, 3-5, 17-25, 29-34, 36-38. 40, 42 and 42-45 stand were rejected 
under 35 U.S.C. § 103(a) as unpatentable over Spitler in view of Fynan, Golding and 
Sedegah. In particular, the Office relies upon Spitler as the primary reference for the 
same reasons as discussed in the Section 102 rejection, and then combines this with 
the secondary references to find gene gun delivery techniques (Fynan), use of a 
malaria antigen (Sedegah) and use MPL as an inmiune shift adjuvant (Golding). The 
Office again asserts that claims 1 and 5-7 of Spilter "clearly recite the combination of 
an expression system encoding PSA antigen and a non-adjuvant such as MPL." 
Office Action at Page 10. Applicants respectfully traverse. 

Section 2143 of the M.P.E.P. sets forth the following three basic requirements 
for prima facie obviousness: (1) there must be some suggestion or motivation to 
modify or combine the references; (2) there must be a reasonable expectation of 
success for the modification and/or combination; and (3) the prior art reference must 
teach or suggest all the claim limitations. When assessing these issues, (1) the 
claimed invention must be considered as a whole; (2) the references must be 
considered as a whole and must suggest the desirability of making the combination; 

(3) the references must be viewed without the benefit of impermissible hindsight; and 

(4) a reasonable expectation of success is the standard with which obviousness is 
determined. Hodosh v. Block Drug Co., Inc, 229 USPQ 182, 187, n.5 (Fed. Cir. 
1986). Applicants submit that the Office has failed to satisfy these criteria, and has 
thus failed to establish prima facie obviousness over its proposed combination. 
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More particularly, as demonstrated above, the primary reference (Spitler) fails 
to teach or even so much as suggest that a non-DNA adjuvant should be combined 
with, e.g., a DNA encoding antigen in a single composition. The Spitler claims that 
the Office has relied upon must be read in light of both the specification and the 
general knov^ledge and skill in the art. In addition, applicants' disclosure does not 
form part of the prior art, and the Office cannot depend upon applicants' own teaching 
in order to support its' rejection. 

As demonstrated herein above, Spitler carefully taught the skilled person that 
adjuvants could be added to certain compositions, when the antigen was in the protein 
form. This is exactly in hne with the knowledge and skill possessed by the ordinarily 
skilled artisan who would not have combined a DNA vaccine with a non-DNA 
adjuvant in a liposome as suggested by the Office due to the expectation that these 
two components must be delivered to entirely different areas in order to exert their 
desired effect. The Office has taken applicants' disclosure and then used it to 
interpret the Spitler claims and disclosure in such a way that Spitler et al. never 
intended and in fact were careful to exclude. This is an impermissible hindsight 
reconstruction of the prior art, and is not properly based on the cited prior art. 
Applicants note that when a modification to (or combination of) a prior art disclosure 
would render that prior art inoperative (based on the understanding of the ordinarily 
skilled artisan), such a modification is improper. 

Accordingly the Office's assertion that Spitler et al. somehow teach a DNA 
vaccine composition combined with a non-DNA adjuvant is not based on a proper 
reading of the Spitler claims and disclosure. It is based in its entirety on apphcants' 
own disclosure. The secondaiy references to Fynan, Golding and Sedegah likewise 
fail to teach such a novel combination, and the Office has not asserted otherwise. 
Accordingly, the rejection fails to teach or suggest all of applicants' recited claim 
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limitations. Since the cited prior art fails to teach or suggest applicants' recited 
combination compositions, there cannot have been a reasonable expectation for 
success for such compositions. Accordingly, the Office has failed to establish a prima 
facie showing of obviousness over its proposed combination since the proposed 
combination and each component thereof fails to teach or suggest all of applicants' 
recited claim linnitations. Accordingly, the rejection of claims 1, 3-5, 17-25, 29-34, 
36-38, 40, 42 and 42-45 under 35 U.S.C. §103(a) is improper. Reconsideration and 
withdrawal of the rejection is thus earnestly solicited. 
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CONCLUSION 



Applicants respectfully submit that the claims as now pending define an 
invention which complies with the requirements of 35 U.S.C. § 112 and which is 
novel and nonobvious over the art. Accordingly, allowance is believed to be in order 
and an early notification to that effect is earnestly solicited. Applicants further ask 
that, should the Examiner note any minor remaining issues that may be resolved with 
a telephone call, that he contact the undersigned in the UK at +44 1865 332 600. 



POWDERJECT PHARMACEUTICALS PLC 

Florey House 

The Oxford Science Park 

Oxford OX4 4GA 

United Kingdom 

Telephone: +44 1865 332 600 

Fax: +44 1865 332 601 



Respectfully submitted. 



Date: 7 Julv 2003 




rhomas P. McCracken 
Registration No. 38,548 
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